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AB We investigated whether inhibition of platelet-derived growth factor 

(PDGF) receptor tyrosine kinase activity would affect pericyte viability, 
vascular endothelial growth factor (VEGF) /vascular endothelial growth 
factor receptor-2 (VEGFR-2) expression and angiogenesis in a model of 
retinopathy of prematurity (ROP) . ROP was induced in Sprague Dawley rats 
by exposure to 80% oxygen from postnatal (P) days 0 to 11 (with 3 h/day in 
room air) , and then room air from P12-18 (angiogenesis period) . Shams 
were neonatal rats in room air from PO-18. STI571, a potent 
inhibitor of PDGF receptor tyrosine kinase, was administered from P12-18 
at 50 or 100 mg/kg/day i.p.. Electron microscopy revealed that pericytes 
in the inner retina of both sham and ROP rats appeared normal; however 
STI571 induced a selective pericyte and vascular smooth muscle 
degeneration. Immunolabeling for caspase-3 and a-smooth muscle cell 
actin in consecutive paraffin sections of retinas confirmed that these 
degenerating cells were apoptotic pericytes. In all groups, VEGF and 
VEGFR-2 gene expression was located in ganglion cells, the inner nuclear 
layer, and retinal pigment epithelium. ROP was associated with an increase 
in both VEGF and VEGFR-2 gene expression and blood vessel profiles in the 
inner retina compared to sham rats. STI571 at both doses 

increased VEGF and VEGFR-2 mRNA and exacerbated angiogenesis in ROP rats, 
and in sham rats at 100 mg/kg/day. In conclusion, PDGF is required for 
pericyte viability and the subsequent prevention of VEGF/VEGFR-2 
overexpression and angiogenesis in ROP. 
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were neonatal rats in room air from PO-18. STI571, a potent 
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at 50 or 100 mg/kg/day i.p.. Electron microscopy revealed that pericytes 
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actin in consecutive paraffin sections of retinas confirmed that these 
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VEGFR-2 gene expression was located in ganglion cells, the inner nuclear 
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AB The invention provides methods of reducing or preventing oxidative 

stress-induced cell death by contacting a cell with a compound that inhibits 
the kinase activity and/or the mitochondrial translocation of c-Abl . The 
methods of the invention can be used to treat individuals individual 
diagnosed as having or being at risk of contracting a disorder 
characterized by excessive oxidative stress-induced cell death. 
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IT Nervous system, disease 

(Huntington's chorea; inhibition of cell death responses to oxidative 
stress by inhibiting kinase or mitochondrial translocation of c-Abl for 
treatment of neurol. disorders and ischemia/ 
reperfusion injury in combination with other drugs) 

IT Nervous system, disease 

(amyotrophic lateral sclerosis; inhibition of cell death responses to 
oxidative stress by inhibiting kinase or mitochondrial translocation of 
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Drug interactions 
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Inflammation 

Mitochondria 

Multiple sclerosis 

Nervous system, disease 

Nervous system agents 

Oxidative stress, biological 

Parkinson's disease 

Spinal muscular atrophy 

Thrombolytics 

Transplant and Transplantation 

(inhibition of cell death responses to oxidative stress by inhibiting 

kinase or mitochondrial translocation of c-Abl for treatment of neurol. 

disorders and ischemia/reperf usion injury in 

combination with other drugs) 
Reactive oxygen species 
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RL: ADV (Adverse effect, including toxicity) ; BIOL (Biological study) 
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kinase or mitochondrial translocation of c-Abl for treatment of neurol. 
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DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



ssue plasminogen activator 

■ integrity during ischemic 



149:259029 

Activation of PDGF-CC by 
impairs blood-brain barr 

stroke 

Su, Enming J.; Fredriksson, Linda; Geyer, Melissa; 
Folestad, Erika; Gale, Jacqueline; Andrae, Johanna; 
Gao, Yamei; Pietras, Kristian; Mann, Kris; Yepes, 
Manuel; Strickland, Dudley K.; Betsholtz, Christer; 
Eriksson, Ulf; Lawrence, Daniel A. 
Department of Internal Medicine, Division of 
Cardiovascular Medicine, University of Michigan 
Medical School, Ann Arbor, MI, 48109-0644, USA 
SOURCE: Nature Medicine (New York, NY, United States) (2008), 

14(7), 731-737 

CODEN: NAMEFI; ISSN: 1078-8956 
PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB TPA is a clot-buster used to treat stroke, but if it's given too late 

after stroke onset, it can cause complications like hemorrhage. Daniel 
Lawrence and his colleagues show that a US Food and Drug 

Administration-approved kinase inhibitor, Gleevec, can prevent this side 
effect, thereby extending tPA's therapeutic window. Thrombolytic 
treatment of ischemic stroke with tissue plasminogen activator (tPA) is 
markedly limited owing to concerns about hemorrhagic complications and the 
requirement that tPA be administered within 3 h of symptoms. Here we 
report that tPA activation of latent platelet-derived growth factor-CC 
(PDGF-CC) may explain these limitations. Intraventricular injection of 
tPA or active PDGF-CC, in the absence of ischemia, leads to significant 
increases in cerebrovascular permeability. In contrast, co-injection of 
neutralizing antibodies to PDGF-CC with tPA blocks this increased 
permeability, indicating that PDGF-CC is a downstream substrate of tPA 
within the neurovascular unit. These effects are mediated through 
activation of PDGF-a receptors (PDGFR-a) on perivascular 
astrocytes, and treatment of mice with the PDGFR-a antagonist 
imatinib after ischemic stroke reduces both cerebrovascular permeability 
and hemorrhagic complications associated with late administration of 
thrombolytic tPA. These data demonstrate that PDGF signaling regulates 
blood-brain barrier permeability and suggest potential new strategies for 
stroke treatment. 

REFERENCE COUNT: 44 THERE ARE 44 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

IT 220127-57-1, Gleevec 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(activation of PDGF-CC by tissue plasminogen activator impairs 

blood-brain barrier integrity during ischemic stroke 

) 



LI 4 ANSWER 2 OF ( 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR ( S ) : 
CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2008 ACS on STN 

2008:819672 CAPLUS <<LOGINID: : 20081221» 
149 : 167005 

Imatinib buys time for brain after stroke 
Rieckmann, Peter 

Division of Neurology, Brain Research Centre, 
University of British Columbia Hospital, Vancouver, 
BC, V6T 2B5, Can. 

Nature Medicine (New York, NY, United States) (2008), 
14(7), 712-713 



10/518,665 12/23/2008 



CODEN: NAMEFI; ISSN: 1078-8956 
PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review. The most effective drug to treat acute ischemic stroke, tissue 
plasminogen activator (tPA) , must be applied within three hours after 
symptom onset because of the risk of hemorrhage and other complications 
such as neurotoxicity. The anticancer drug imatinib (Gleevec) may help 
overcome these limitations by counteracting the ability of tPA to increase 
the permeability of the blood-brain barrier. 

REFERENCE COUNT: 13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

IT 220127-57-1, Gleevec 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(imatinib buys time for brain after stroke) 
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ACCESSION NUMBER: 2008:720754 CAPLUS «LOGINID: : 20081221» 

DOCUMENT NUMBER: 149:258870 

TITLE: Imatinib mesylate attenuates fibrosis in 

coxsackievirus b3-induced chronic myocarditis 
AUTHOR(S) : Leipner, Carola; Gruen, Katja; Mueller, Andreas; 

Buchdunger, Elisabeth; Borsi, Laura; Kosmehl, Hartwig; 

Berndt, Alexander; Janik, Tobias; Uecker, Andrea; 

Kiehntopf, Michael; Boehmer, Frank-D. 
CORPORATE SOURCE: Institute of Virology, Medical Faculty, Friedrich 

Schiller University, Jena, Germany 
SOURCE: Cardiovascular Research (2008), 79(1), 118-126 

CODEN: CVREAU; ISSN: 0008-6363 
PUBLISHER: Oxford University Press 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Aims: Coxsackievirus B3 (CVB3 ) -induced chronic myocarditis in mice is 
accompanied by severe fibrosis and by sustained elevation of 
platelet-derived growth factor (PDGF)-A, -B, and -C levels in the cardiac 
tissue. To test if PDGF stimulation of resident fibroblasts causally 
contributes to fibrosis, we employed inhibition of PDGF receptor signaling 
with the orally available kinase inhibitor Imatinib. Methods and results: 
Chronic myocarditis was induced by CVB3 infection of major 
histocompatibility complex (MHC) class II knockout (B6AaO/AaO) mice. The 
mice were treated with 100 mg/kg Imatinib or vehicle, resp., twice daily 
for 34 days. Expression of PDGF-C and of inflammatory cytokines were 
analyzed by semi-quant. RT-PCR. PDGFa receptor phosphorylation was 
detected by immunoblotting of cardiac tissue exts. and in situ by 
immunohistochem. Fibrosis formation was analyzed by Sirius-Red staining 
and hydroxyproline (HP) determination Fibronectin, and tenascin expression was 
analyzed by RT-PCR and immunohistochem. Matrix metalloproteinase (MMP) 
activity was assessed with collagen, synthetic peptides, and gelatine as 
substrates. Imatinib significantly inhibited the myocarditis-related 
PDGFa receptor activation in the heart tissue. The virus titers in 
the hearts, inflammatory infiltrations, and elevated PDGF levels were 
unaffected by the Imatinib treatment. A significant attenuation of 
fibrosis occurred in Imatinib-treated animals. The Sirius Red-stained 
fibrotic area was reduced from 5.30 ± 0.50 to 3.21 ± 0.35%, and the 
HP content was reduced from 362 ± 43 to 238 ± 32 nMol/10 mg dry 
weight vs. 190 ± 27 in uninfected controls. The expression of 
fibronectin, EIIIA+ fibronectin, and tenascin C were likewise reduced. 
The diminished matrix protein deposition was not caused by elevated MMP 
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activity, since MMP activity was not changed or even reduced under 
Imatinib. Conclusion: The data suggest a causal role for elevated PDGF 
expression and PDGF receptor activity in the pathogenesis of cardiac 
fibrosis . 

REFERENCE COUNT: 54 THERE ARE 54 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
IT 220127-57-1, Imatinib mesylate 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(imatinib mesylate attenuates fibrosis in coxsackievirus b3-induced 
chronic myocarditis) 
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AB The invention discloses the use of a PDGF-R TK inhibitor, e.g. I, or a 

pharmaceutically acceptable salt thereof, for the manufacture of pharmaceutical 
compns. for the treatment of myocarditis and/or its complications. 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

IT 71897-07-9, AG1295 146535-11-7, AG1296 152459-95-5 190726-45-5, KI 

6783 194409-57-9, RP 1776 200706-56-5D, derivs. 205255-11-4, KN 1022 
205256-55-9, CT52923 214983-11-6, PD 170262 220064-45-9, GFB 111 
220127-57-1 252916-29-3, SU6668 339184-09-7, COP 860 
343787-29-1, CP 673451 387867-13-2, MLN 518 557795-19-4, SU 11248 
692737-80-7, CHIR 258 777080-36-1, AG 13736 804551-01-7, SU 102 
(kinase inhibitor) 804551-02-8, RPR 101511A 860792-92-3, Zvegf 3 
RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(PDGF receptor tyrosine kinase inhibitors for treatment of 
myocarditis and complications) 
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US 2002-128738 A 20020423 

WO 2003-US12768 W 20030423 

US 2005-512518 Al 20050615 

AB This invention provides a method of treating a disorder of a subject's 
heart involving loss of cardiomyocytes which comprises administering to 
the subject an amount of an agent effective to cause cardiomyocyte 
proliferation within the subject's heart to thereby treat the disorder. 
This invention further provides the instant method wherein the agent is 
human endothelial progenitor cells. This invention also provides methods 
of determining the susceptibility of a cardiomyocyte in a subject to apoptosis. 
IT 220127-57-1, STI-571 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(regeneration of endogenous myocardial tissue by induction of 
neovascularization using human endothelial progenitor cells and 
inhibitor of c-Abl tyrosine kinase activation) 
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PRIORITY APPLN. INFO.: US 2002-366410P P 20020321 

WO 2003-US10112 W 20030320 

AB The invention provides methods of reducing or preventing oxidative 

stress-induced cell death by contacting a cell with a compound that inhibits 
the kinase activity and/or the mitochondrial translocation of c-Abl. The 
methods of the invention can be used to treat individuals individual 
diagnosed as having or being at risk of contracting a disorder 
characterized by excessive oxidative stress-induced cell death. 
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(inhibition of cell death responses to oxidative stress by inhibiting 

kinase or mitochondrial translocation of c-Abl for treatment of neurol. 

disorders and ischemia/reperfusion injury in 

combination with other drugs) 



